(12)4« IS A j|i «a I = % -rl L^ -C & la $ f= II le tU IS 



(19) n^^tfimmmmm 

(43) gESI^MB 
2005 #4 ^ 7 Q (07.04^5) 




PCX 



(10) SIIS^gfl## 
WO 2005/030219 Al 



(51) SIR1#it^>S': A61K 3^522. 9/30, 47/02. 

A61P 25/16, 25/24, 25/28, C07D 473/06 



(21) mvsnamm^: 

(22) gRSUeiB: 

(25) BietugiiDme: 

(26) SRI^&MOme: 



PCT/JP2004/014687 
2004 ^9 ^29 B (29.09.2004) 



(30) «jfe*-T— 51: 

^1112003-336944 2003 i^9 ^29 B (29.09.2003) JP 

(71) aBiX(*s$i»<^T(»*i^@i-oLxT):tasie» 

Xie^ltS^ctt (KYOWA HAKKO KOGYO CO., LTD.) 



[JP/JP]; f 1008185 mS«l^-«BaB:fc*Br-Ta 6S 

1 Tokyo (JP). 

(72) aeW#; j3 J:t/ 

(75) S6W«/ailiiA r*@l=OLVTa>^J: I^B S19 
(UCHIDA, Aklhlro). 5 Jll St^ aSHIKAWA, Ya- 
suhiro). ±lf SSg (UENO, Yasuhiko). ^ g — 
(KAJI, KUcbiro). fg:*: lE^ (AIMOTO, Masahani). 
(KANEKO, Naokl). 

(81) *i^ll(a^<D75:L^Hy. :^T<oas<o@rt«a*< 

Wfll): AE, AG. AL. AM. AT, AU, AZ, BA, BB, BG, BR. 
B W, BY. BZ, CA, CH, CN, CO, CR, CU, CZ. DB, DK. DM, 
DZ, EC, EE, EG, ES, FI, OB, GD, GE, GH. GM, HR, HU, 
ID, IL. IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS. 

LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG. PH, PL, PT, RO. RU, SC. SD, SB, 



^= (54) TiUe: METHOD OF STABILIZING DIARYLVINYLENE COMPOUND 

^ (54) jgqfl<o«lti: $?7U— ;i/tf-u>ib$«i(D$£fl::&^ 



m v= 



(I) 



(57) Abstract: A method of stabilizing a diaiylvinylene compound, e.g., 
one represented by the formula (I): (I) (wherein and are the same 
or different and each represents hydrogen, halogeno, or lower alkyl; and Z 
and A are the same or different and each represents (un)substituted aryl or 
(un)substituted heteroaiyl), or a pharmacologically acceptable salt of the 
compound, the compound or salt being contained in a solid medical prepa- 
ration, characterized by causing an inorganic substance and/or a colorant 
to be present in the solid medical preparation. 



(57) mVHi 



0) 



wo 2005/030219 Al llililllllliliiillililllliillili 



SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ. UA, UG, US, 
UZ, VC, VN, YU, ZA. ZM. ZW. 

(84) ii£srs^<^^t^(Bu. ±x<Dmm(ojtiiA9kmti^'^ 

fig;: ARIPO (BW, GH, GM, KE. LS, MW, MZ. NA, SD, 
SL. SZ. TZ, UG, ZM, ZW), J.— 5 *>T (AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM), 3 — P (AT, BE, BG, 
CH, CY, CZ, DE, DK, EE, ES, H, FR, GB, GR, HU, IE, 
IT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, 
BJ. CF, CG. CI, CM, GA, GN, GQ, GW. ML. MR. NE, SN. 
TD. TG). 



wo 2005/030219 PCT/JP2004/014687 

ttfb (Z E ^fcfi E b Z bfc t) . -^^7i^m^=^ v-:/ 

[OTs '^b'a#^CIA)^v^5] . J; V):ir<*i6^tiifi:CE)-8"(3,4-^:^^ h^v-;^^y/v)-i,3-i> 

• <^ "5 h y — • l^^^— XOBioorg. Med. Gbem. Lett.)^ 7 2349-2352 v^dSQ? 

mimwfm 0590919 ^mmmm) . ' ' - 

Sr^^-rS^ms^btbTVNS 6-211856 •^#) „ 

6-211856 ■^<2^#^^IBS^tbTV^6<3;p^i— j|g6^5^«C5m^^^-rS^li'a-!^aA)*fc 

+^xh^. i<S)m^mtm\^\ (.e)mmt^7mi-^mmi^h^^(Dwm^^ir^„ 



1 



wo 2005/030219 PCT/JP2004/014687 



. (4) :;^ry-/nf^wwk'^;05^CD ' . 



(0 



(5) i^r ]) —J^^}f::^^^:yit■^1!)^^^ 




2 



wo 2005/030219 PCT/JP2004/014687 



(II) 

R^» 




diO 

R« 

ci^fcftr^y^^U m i~3 o^iir^-t-) "^fes Jiia(5)iaifeo^^^b::^o 

1 p"^ 

J CHa 

-e* $ 6 (E)-8-(3,4- v';< h ^ ix:^ ^ P ^W-)- 1,3-^:^^^/^-7- ^ f^/V-3,7-i^ K a - IH- 
>'-2,6- v^^:/-efe S _hl5(i)~(3)ov ^-rtb;0^^::iBm<^^^^b;^feo 

:^^-^^S;»Sr3iriJ^T*=i-7^>f bfc?^^^■efc5-blB(l)~(7)ov^•m^^^;:iB«fe<^) 

(10) i^^T y — /Hf c= vi/fb-a^^fcf^o^^S^jlJifF^^ttSit 100 fifiSUici^f 
UM^0.001~10000 MftlfPfc J: t;^/*fcJi*fe^J 0.001—10000 M:gP^#^E$-^S 
±IS(l)~(9)(^v^-rtb;i»4^:l5«<D^^^b:&■^feo 

(11) 100 mmm^Mi^mmMd o.oi~9o mm^^^uyi^fci-im^m o.oi~7o 

m4^Sr#^$-^> /S^o^^i^ t^^^JO^^«:dS3|ij^ lOO fi4t|5tcMb 0.01-90 « 

ilfp-efc s ±fa(9)iam©^^{i:::&^o 

3 



wo 2005/030219 PCT/JP2004/014687 

-a•^■^^^^r/^5=!>A^ ^m-^ii^'^-^^^'^s mm:^^^^^^-^^ m.mr/u^^^j>. 

(15) v>T y — /i^tf ^ i^>"fk:'^*55^a) 

-^^^ 

13(i4)is^<^>z:*<t:WJ^J<. 

(16) ^Jr^)—jvyf=-\^^^\\:.'^-tiK ^(CA). 




OA) 

Z 

Yi;Y2^ XI. X2. R2. R3*5j;T>*Z{*-^n^ti'tuiai:I^^-efcS) "T?^^^ 
. (17) Yi*3<tTJ«Y2d57K^m^^T'$>«9. Xi:!3j;tJ«X2«*Ji[^T*fc"9> Ri. R2*3j;tl« 




00 

(^^'s R's R8> R^ Rw*5«kt;^R"f«n^i^S«iBi:l^at?fcS) 

OW) 




4 



wo 2005/030219 



PCT/JP2004/014687 



(18) v^ry-zuf^i^^/^b-a-w^ ^OB) 




A. ^fife<^^^T/^t^!>A, ^m-^^^^^y^-^. mm^/i^^^^j>^. mm:T/u^=^^j>, 
(21) ^:xiA) 



R3 f>m~i£.fc.i±^f£<>x7kmm^i^tc.nmsiTji^'^jux:h ^ > z ^s^cto 



i^dp, R\ R\ R\ R^°:$SXX^R^^t^Mtimmtmmxh^) ^fct^dll) 




OA) 





6 



wo 2005/030219 PCT/JP2004/014687 

o 

Jl JL /=\ OB) 




'3' 



±IB(2l)~(23)<^v ^Ttt}0>^::|2^<^5 @?|^M^Jo 

J^. -a'J^-^r^mT/^^ = ^>•^^ mk'^^^i^^J>>^ ^:^Ji-i^t7J>>. m^r/i^^==-9J-' 
isXxmm^'^V ^J>^7b>hfs:^m^^mf£fi^ l®£jl±<Dil»^-efc5JifB(2l)~(24)<^VN 

(26) gp#^J:6S®Kli^-t?fc5JifB(2l)~(25)oVNi*tL75^lJ:fa«<0®?l^®!3^ 
(28) v'T y — /V' If i/'ft-a-i^jOS^d) 



_7 



z ® 



|B(27)f^<^>^o 
(29) v^Ty-/Hf=l^>"ffc:'^:5^ ^<XA) 




0^ 



(^cf,^ Yi. Xi> -RK -RK W^i:XIZ\±^^^fm^tnmXh^) X^-^fh 

6 



wo 2005/030219 



PCT/JP2004/014687 



(30) Y^^^xiY^t^:^mm^x-^y)^ x^^xxj^x^tmmm'FX'h-^^ rk R^fcj^-o? 




.10 



R 



R 



A, '^^-^-i'^T/u^:^!>-^> ;^^-^i/^>V!>A. ^eit^:;^;/^^^!^^^, mmT/i^^=^^J^ 
*5j;t)q«/^y l^i^d^b/^S.fPJ; !3^fi^5 l@£;^-h<^il^T'fc6 ±:IB(27)~(3l)<^V^ 

(33) M^ia^^itmxh^ _blB(27)~(32)<^V ^-rtl/dH3:|B«<^^o 




C^cf. R6j3j;tJtm(i^tb^*tttuiail^at?fc5) -efe5-hlB(29)BB^<^^o 

(31) i;?Ty-/n^::^i^>^<k:'a^;d5, ^(m) 




'3' 



7 



wo 2005/030219 PCT/JP2004/014687 

J: < . Mx.fi RX-465. BX-549 J;tJ«RX-512 LzfV • "'J^—T/V • • 

(British Journal of Cancer) . 72 1219-1223 ^—v^ (1995 ¥X Tl^f- 
pf— ^ (Anticancer Reseaich) . 17^. 393-400 -<—v^ (1997^)] x 
CP-99711 h • • :/ • t'^-T^^f y ^ • >''?-r ^^5^ (Current Opinion 

in Therapeutic Patents) . 9 701-709 (1999 ¥) ] WO03/043961. 

WO03/042187 ^ WO03/037333 . WO03/000634 . WO02/24666 . WO02/00632 ^ 
WOOl/70674. EP00937722> WO99/18068. EP00846689. ^M^jz 9-268125 -i^^. 
US05656655. W096/39391> 8-291127 -i^^. GB02297750. WO96/04256. 

WO96/04257> EP00680953^ W094/25462^ WO94/20455. EP00607607s US05 198452. 
W092/18481 ■ EP00503453> EP00492249s EP00466125> WO90/16051^ EP00484587> 
US05028615. US04920130 m^'SSM(D^t^^^i>^hifhMo 




R» 




01) 



wo 2005/030219 



PCT/JP2004/014687 




(^4'> R^ R^ Rio^jiTj^RiMi^tL^ttstna-iri^a-efe-s) ^fcf^cra) 

010 

(^ft».R6*3j;T;j«mfi^H^^tfflSi:j^a-T?fc5)T-fc5'¥i^>'^>^##^^^ 

y^/K ^ y-ff-JV^ sec-:/'^/W tert-:;>'^/K ^'^v'/l^ldS 
moitj:^'^--^}^^ 2-::^^^7K 3-:/^=/K 2-^:/^— /K Ar^:yf'=^)V^ 

tj:<t-hi m(Dmi^^^t^ 5 ^fc(^ 6 M<^j^ti^-7^ o r y -/k 3~8 m<Dmi!)m^ u 
y b y y /K ^i^^/y y /k y :=^>'k ^i/y;^-'3r1^>' y /k ^ 

l^V'^T y y /K 1,3-^i/^i^^^ ^ y ^'K 1,4-^ 3,4-i>t: Kn -2H-1,5- 

^>'yi>;^'ar'tif:=/K -Yi^iJ^yy/K -T^^Ky/K -<y-r^^Ky/K =3ryy/K -ry 

f^yy^K ^-^^/y^/K i/:/yy^/K hyryy/K T^hy^y/K ^^^^^3 
/K ^^'^f-^/y/K '<y:^=3ei^>^y/K 'f-r^'y/K -ry^^-ryy/K yy 

/K Kn-<y=¥y y^'K T^hyt Kn^f-yy/K Kn^vytf^^i/K 2,6- v^;^ 

9 



wo 2005/030219 PCT/JP2004/014687 

=3ry-3,7-v^l: Kn-lH-:/j; ^-S-f/K 2,6.-i^^;^=ary-3,7-v^t: Kn-lH-:/U i^-S-f'/l^ 

^$^5^;bpi^> Ti^^^!>A:^> •mmr%:ymm.. T%/m^ihmm^ 

10 



wo 2005/030219 PCT/JP2004/0 14687 

(British Journal of Cancer) . 72^. 1219-1223 -<—v^ (1995 T^y^ 
^^y-^—' V-^—^ (Anticancer Research) . 17 393-400 -<—v^ (1997 ;^ 
U>' h *:^\f:=^:^l/''^ l^'^^yfat-T-i yi^'/^Tl^y (Current Opinion in Therapeutic 
Patents) .9 #.701-709 i?(1999 ^) ,WO03/043961,WO03/042i87.WO03/037333. 
WO03/000634s WO02/24666. WO02/00632, WO0iy70674s EP00937722s WO99/18068. 
EP00846689; 9-268125 US05656655. W096/39391. #^¥8-291127 

%<km.. GB02297750. ^096/04256. WO96/04257s EP00680953. W094/25462. 
WO94^0455, EP00607607> 11805198452. W092/18481. EP00503453. EP00492249. 
EP00466125. WO90/16051. EP00484587. US05028615. US04920130^] %tz.nJ^ 

J:i9A#:6«Jt-f*> \\:.^mCl^<o^^ F!l;^f^Mr0<bl^^5 20%j^-hT-fc^^^tt©'fb-^ 
40%m±T'fe5^^14<^ib'a^i|^(EA)*fc{«©^^6^J^rF^$tb§:i[;6W* bV\ 'fk'^ 

rfg^i4®<b^!^aA)*t=f*-?-a)lis^6*ifcg^#$*i,-5i^ja>a 

5^^4bm(%) = X 1 00 

rib^i^(iA)^fctt^oms^W(Ci^S$^'§>^j<z>M 

11 



wo 2005/030219 PCT/JP2004/014687 

^}ds 100%T?fe5^W52|s|- (S§^>fbS 100%) <^|lI^t'->5^<D|t:9-3tSl2:m-S^^Ufc 

:t(Dmm^m^ff^^iy^Mt. m^i-i^M^s-ziwe^'^^n. gfe^+i^fFH 0590919 

#P>^iB». 9-040652 ^Ammi^tm(D:^^-M fc\^i^fi^\^mctz.^\^x #b 

m^f^^^^^^^^t^^ l'< ^ ^"^'^i 0.5~20iiin <3D5pj^^^^S:;^i-;5^^B-fHg:d5 20%i^ 
2000" Ver.2.00J ; MALVERN . mmmfmm (^Rlxif^ LUZBX®. ;AP ; 

tt?.„ ^fi^it. mk-ftn^m^ B-2iis56^<ekn. mm<mfm 0590919 ^mmm. #bb 

3p 9-040652 ■^#s^jj:fB^o:;^?*^^f«ttesJj:3!pC;fe:^^lz:±: «!)#e>^S^S'fl::^ 

i::*3v^T. m^\m'wm(DmmM:^. mmmt^ 2o%j^jtTfc§5^^tto>fb'^#jO[A)* 
m^^im^^mifi 2o%£;±T'fe5)ig^<^^b-a*0[A):^:fef«om¥6«jtJirF^^tbs 

4^<?5#^i^5i^ io~iooog/^> im^mti o.oi--mPAX. m^i\:Mt^2Xi%^±.xth^^^ 

< (*@?i^M^J05i^mft(^ 1—50%. J; «9 0* U < 2~30%> ^ ^> b < 5— 

20%-efcSo 

12 



wo 2005/030219 PCT/JP2004/014687 

(iii-a) mMmt LTtiJ mmmm\^m^m\^^hfh^'h(Dx^fh\-i\^^-m-vi> x< . 

^<0 0.5~99.5%^ J; !9 b< f± 1-95%. $ h\Z.^%\^< J* 10~90%> ftt>0* 
b< f:i20~85%"^fcSo 

^(ommt^n-^ u < i~9 i 0* u < « i~5 s*ih5x ^ e> ^-0* b < 

(i@?f^^ij(^mfi<^ 1-75%. J:>90^b<}i 5-50%. $ b b < 10-30% 

13 , 



wo 2005/030219 PCT/JP2004/014687 

m^^R^^fh:^J:^^i!)^s M^i-f^ Kcz^i/:/n t:Vw-fe7Wn— ^ (HPC) ^ t Kn^s^v-:/ 
nfcVl^pt^y'i^/Wn— (HPMC) . tKI; If^^/H^'n y K> (PVP) > l:f=>T 
/wrn— /K a'fbx>'>^i^^:6Sfejf ^tt. tf^T'ts HPa HPMC. PVP ^fc^Tify Ifcr 

tfn7^r/^=J— /i^i: LTf*. M-a-^^O^ 250--5,000 TfeS t><^:a50i^ u< > 
-a-^^JS 500~5,000 X*h^h(D7!)^X !9 0^ bV\ 

m(D 0.1—10%. ct 19 0* b < 0.5~7%. ^ b< i~5%-efe^„ 

(iii-c) mmmti^xn. mj^mmim^m^^hti^h(D-vhfiit\,^¥thXh ^ < . 

T'VT'^^^^y 3— h y l> A. -fSg^^t Kci^iyrT'a tVi/-t/vn— ^ a;^ 

Gii-d) $ bjji. wm^wmfi: hm-cmn^nm.x^-7->( \.tzMm(omwm^ 

:7 >'^^ = ^7" >f \ 

0.1—100 J: !9 0* b < 0.5—50 aaifP. $ h \-t 1—30 

e'A. T7lfT=i'A. HPCs HPMC. ^Ky WVj/ . 

14 



wo 2005/030219 PCT/JP2004/014687 

TKy-^— . 5^^y if::^7ur7V'3'-/K pvp. mi^^k^v-^— m^itM Vneri^zfu}^/^ 

=«-7^^>'i/^J(D^^»f±, ^J^ 100 fi4lfPlJ:Mb0*b<f* 0.1-99 MftgP. J: 
0^ b < ft 1~90 S4la5. ■ $ hK^--^ b < 5~85 S*lHS-e$)^o 

100ma$|5^^:*fb.$f * L < 0.001 fi»lfP~ 10000 M*§Ps J; b< {i0.01~1000 

^ 6)^-0^ L.<{i0.1~500*»gi5-efcSo 

bs 01^ b < 0.01~90 figlfP. J: !9 .^f * L< f4 0.05~70 ^ b b < 

0.1~50fi»$PT?JfeSo 

fi^^JiJi. Mfe^M-r6*^3^J^ bTfi. #iJ;tfiMfeH-^{b^. ^^<b^. ^ffl^^ 
4:-^rju^::^^J>.u—^'^ ^>^^ym-d^hiifhfi. siR-fetrMi-^^fe^J i bTf*. M 
x.f^H-g^'fk:^. ±mm-^ 2 -ifeffi^^^. 3 -i-. 102 #^;iiSfeff fetL. afe 

^^-t^m^Mtx^xn. mx.i-£mmim. ^-a^i^-f^v^^ m'^Bm-h^Mh^ 
6„ ±.w.<om^U(o^x-\,m\zjm.'^-EZLmcm. ^-zm-wm. mm\M^ 

15 



wo 2005/030219 PCT/JP2004/014687 

' 100 fiS:lfPiJ:>y^ 0^ L < 0.001~10000 SfitP> i 0* L < 0.01~1000 fig 

^> $bJ-^Ef*b<fi0.1~500S*?fPt?feSo 

MU 0^b<{± 0.01-90 a;!90*b<(*O.O5~7Ofiftg|S, $f3te:^if*b< 

« 0.1—50 m*|f|5T*fe So 

KM. vm^^Mt^ 1-50 mfl:^> J: «9 0* b < 1-30 MAU. ^ h ^,^0^ b < 5— 
■ 20mfl:lH3-efeSo 

^ ;rc. ^^ig \- J: «9 ^.^'fb $ ns v^r y —/u}f=^ 1/ Wb-a^^^fcfi^o^^^jeifF 

m^m&}t. m^pm^ti^i^^^tK ni^ioomMmmu 0*b<«o.oi~9om* 

a: «?0^b<« 0.05-70 *ftSP. $ btll^?* b< 0.1-50 mfl:^F|St?fc So 

(vi) ;*:^5go:ifi'fb«i0J^J«> mm^s^^xj^y-^tat^^^^^mu v^ry-zv-H- 
v^r y -/vif =^ i^wb-a-^^^fcfi-^tD^s^^^t-fF^^^si^^^w-rssji^^^jij:*? 

ttS^i^T y -/Hf=i^Wb-a^«^*fcf«(D^a^6^l3:fF^$;?xSi&<Z)^^<b^t->^ 

16 



wo 2005/030219 PCT/JF2004/0 14687 

mnnu ^m^'^n^i^xm^t\^x\±^ ^fh^fh±.^m\i)jmx-m^tz. 
if.mm<D^mt:fjm m^\^r.mimu-^^. mmmu-^mm) f*. mx^vrr^ 

fe^Tv^?)^'a^xm> »xm. i$v^^^tx@. am^jRxxm. s^Kfc&nxxm. ir^x 
xmm^n^o m^i^&^Ti^Tft-tm^mmi^^oxmmmmM^n^ - 1 i)^x^ s„ 
:^mm(Dmmn. m^i^mm^mm<Dm:n\^(Dmm^m^m^x—mi^m\^^ hfh,^ 

\z.miX^ 5o ^J<^?-9--< Xfi^lJiSiJ^^ ti..?fev m^\-S. 1 (D&Lli^ 20 

~3000mg, 5~15mm -^feS t><^;dS0^ UV\ 

»P5t5^^^J05^tf e>ti.So J:i9:ir^Jis6^i-(4, -e^-ij^f^ (la) i^T))-JV}f=^Ulyit 

'^m-^fM^<Dmn^^\^^m^f\^^M^i:--^MmMm(D&m\^m^-^\^s (2a) #fe 

17 



wo 2005/030219 PCT/JP2004/014687 

tx^^^-r^ii\ *fciji (lb) i;^rv-/^^^'^'^it-^<^-^tint(Dmm^mz.wm^ 

So 

m^i-f. 0.4~^ 2.0mm) ^ ^ ^ UV\ 

J^3g£^J(i. —Wt'^fj:mn.mxhii^i-£^^-TfiXhJ;:<. mx.it 200-^ (75imi) 

18 



wo 2005/030219 PCT/JP2004/014687 

^■f- 6 :^ •T'-fe/^^-e o T t> J: V \ 

M^U^iff^ K7-r:/ (1996^11^ 6 0) iCti^oT. HJi^^J 1 ~ 6 

bT. ^^^U^^ffoftio m^t\.x^'^y^^9>":f^m^^x^ isoooLuxt?. so 

wm i2oooooLux-hr) . ^fi^fKDmm^mtftx^it. i^^fcu^m^ 

HPLC ^m^m'i&>T(Dm 19 -efe So 
•^VJ>.:^ — h UJV^ (Inertaii ODS-2 : v'— jii/;^;^:^) 
4.6mm I.D.X 150mm 
7_J>^mM : 25'C 

mmmm : o.o5moi^ v i^^mm(jpm.-oy'T'^ f ^ h y /v=3/2 

mmmm<Dm& it^m l .<D^3tNF^;dS^ 12 J: 5 ^J:^^ (1.2mL/^) 

: ^^®^3fe3fc*t|- (a!l^;& : 250mn) 



19 



wo 2005/030219 PCT/JP2004/014687 







^J2 


^13 






^«|6 




<©f^^S (%) 


nd 


nd 


nd 


nd 


nd 


nd 


0.06 


(%) 


0.87 


0.09 


0.1 


nd 


nd 


nd 


1.35 



(nd:^ffi$tb-r) 



^wm 2 : mimm.m'^ 

(PTB-311. Pharmatest J^) ^.^VnT. HJS^Rll -e#e>^fc^?PJ 1 i: 
\tWtm 1 X•#bnfc^^JAO^^RM^Sr■e^■e;i^SlJ^-t-§o 

20 



wo 2005/030219 PCT/JP2004/014687 

fTPo ^i^^i; UT2.omfi%Tween80 (?q3feMm (W) M) ©tK^^ 900mL 
iZi^m^^-^'^-^V HPLC i^tfrt- ct oT^tb■?^^<^^^J^^e>0'fk;-a'f^ 1 

mmm i : i^^j i 

1000.0glc:^^'l'=— ^J'- (-^n^iyhmM M) > HCT-30) ^^ffiV^Ts m^lOOm 
HJSM 2 : ^j^J 2 

IIM^^lJ 3 : ^^J 3 . 

mmm 5 : ^^j 5 

21 



wo 2005/030219 PCT/JP2004/014687 

immi '.mMA mm) 

Xs wmw- 9-040652 ^Mmi^mw.<D^i^m\^xmhnti^\:,^m i , (ii53.8g) 

?L!^(8850.0gs Parmatose. 2 OOM Lactose. DMV It^-fe/^o^^ (3796.2g. 
Ttf-fe/l-PH301. M^M (.m m) *3J;t>':J^ n;^Ji<tf K>' (750.0g. PVPPs XL- 10. 

isp^) n^fifcm^m^^]} ^^=-^i^r/i-=i—/^ (eg-os. PTtc-a-^ m) 

m) (O 8.0 -m^^imWi (STSO.Og) ^:^-7^l^-bT3t^LfCo ^j^bfc^. #e>tL 

h \.tz.o m-^m (TBM-25 m. mmmi¥m (.m ) ^m^^x. ^^ibtir^mmmm. (esso.og) 

*3i;tJ«>^7"r y >m-^^^->t^-^ (70.6g. HyQual® . y n 5/ fig) sr?s-a- 

fl-^^^3ia^#^o nmm i=^i^^ h 12. ^TK^f^^f im m) t:m\^^x. n^ti 

(7.0mm*)) ^#fCo • 



22 



wo 2005/030219 PCT/JP2004/014687 





















1 


2 


3 


4 


5 


6 


1 


mm 


















10.0 


10.0 


10.0 


10.0 


10.6 


10.0 


10.0 


mm 


76.7 


76.7 


76.7 


76.7 


76.7 


76.7 


76.7 




32.9 


32.9 


32.9 


32.9 


32.9 


32.9 


32.9 




6.5 


6.5 


6.5 


6.5 


6.5 


6.5 


6.5 




2.6 


2.6 


2.6 


2.6 


2.6 


2.6 


2.6 




1.3 


1.3 


1.3 


1.3 


1.3 


1.3 


1.3 


















HPMC 2910 


2.78 


3.51 


3.51 


2.60 


2.60 


2.60 






1.43 


1.43 


1.43 


1.43 


1.43 


1.43 






0.52 


0.52 


0.52 


0.52 


0.52 


0.52 






0.39 


0.39 


0.39 


0.39 


0.39 


0.39 






1.38 






1.38 


1.38 


1.38 








0.47 


0.47 














0.18 




0.18 




0.10 










0.18 




0.18 


0.08 






136.5 


136.5 


136.5 


136.5 


136.5 


136.5 


130.0 



23 



wo 2005/030219 PCT/JP2004/014687 

4. v^TU-yt't'^l/^'fb-a-'^lOS^CO 




(i) 




24 



wo 2005/030219 



PCT/JP2004/014687 




00 



(III) 

p-CHa 

OB) 





10. i^T y -/i^tf^ V^-fb-a^^fcfi^cD^^fi^JjcifF^^tbSit 100 m*gpj^M 
bii^o.ooi~ioooo MM^is^^xfy^ititM^l o.ooi~ioooo fi*lfP^#^$*5 

11. 100 mSgPfJi^f 0.01-90 SSIfP*5 J: t;?/* 0.01-70 
fifi$PSr#^E$^. d='Oi|;^i:«fe5^J(^i^^ft:0S^J^ lOO «»|FPt3:Mb 0.01-90 S 

-a^^-^r-f^r/i-^^^'^i^^ ^^-^t/^-e^lJ^ji., :Sft^;«;/^v'i>A, ^jS^T/u-^^e^ 

25 



wo 2005/030219 PCT/JP2004/014687 

13. m^M^mitmx-.h^m^<Dmm i~i2 <Dv^-rtb;^l=>^^:lB«<^^^'ftl*•^o 



16. -✓'ry— /i^if^wi^'fti-^jis^ ^OA) 




01) 

(^if', R7. R^ R9, Rw*5j:t;?Riif*^tt^^t&IBi:I^^T?fe5) ^fcf*^:iC[lD 

m 




18. v^Ty-z^tf^i/Wb-a-i^^os^ ^OB) 

26 



wo 2005/030219 



PCT/JP2004/014687 




(IB) 



20. *#.3^i/5S^{t^T'fe5lt^<^l5ffi 14-19 ^^V^T:^t;0^^:|B«^^-«<b»M^J„ 

2i: ^OA) 



(lA) 



(^"^j. Yi. Y2. XI. X2, Ri, R2, R^:t3xxj^zn-^n^^mmtmm-^h?>) -vm^n 



00 





27 



wo 2005/030219 PCT/JF2004/014687 

23. ^-^i^f-^mmm^^m 




5it3*t(Z)t5ffl 21-23 (D\^^t\.mz.^WL(r>mwMno 
26. m^i>mimxh^ni^<Dmm 21-25 (Dv^-r^>&>^c:|B«©@?«^J„ 

28. i?ry— /nf^^w^-'fb^^jTSs^CD 

^<Z)|Sffl 27 IBifeO^o 

29. v^ry— /i'tfc=V'>"fb'a^;a^ ^OA) 




(^"f's Yis XI. X2, Ri. R2, R3j3i;t>*Z{«;3xmBulBi:l^a-efcS) X^^^fh 

28 



wo 2005/030219 

30. • *3 .t t>* Y2 r^yi^.mm.'f^X-h 19 > XI ^3 J; t>' X2 m 



PCT/JP2004/014687 



00 



(^(fJ. R8. R9. Rio*3j:D«RiM*-^tTx^'ti.mnB^lKl^-efe5) Sfcfi^Cm) 





(CH2), 



(III) 



31. i^ry— /H^^l^Wk-a^Jd^ 5^XIB) 



P-CH3 




(IB) 



33. lP^JjdS^b^Tfc5l»^o|Sffl 27-32 ©v^■rtt:^l^^^:|2«fe<Z)^„ 



29 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/014 687 



A. CLASSIHCATION OF SUBJECT MATTER 

Int. CI' A61K31/522, 9/30, 47/02, A61P25/16, 25/24, 25/28, C07D473/06 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI' A61K31/522, 9/30, 47/02, A61P25/16, 25/24, 25/28, C07D473/06 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WPI (DIALOG) , BIOSIS (DIALOG) , CAS (STN) , MEDLINE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category" 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 6-211856 A (Kyowa Hakko Kogyo Co., Ltd.), 

02 August, 1994 (02.08.94), 

& EP 590919 Al & US 5484920 A 

JP 9-164327 A (Kira Keshohin Kabushiki Kaisha) , 
24 June, 1997 (24.06.97), 
(Family: none) 

JP 2-289513 A (Nisshin Flour Milling Co., 
Ltd.) , 

29 November, 1990 (29.11.90), 

& EP 385335 Al & US 5180747 A 



1-33 



1-33 



1-33 



I I Further documents are listed in the continuation of Box C. 



I I See patent &mily annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international 
filing de^ 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as ^ecified) 
^'O" document referring to an oral disclosure, use, exhibition or other means 
V document published prior to the international filing date but later than the 

priority date claimed 



later document published after th e international filing date or priority 
date and not in conflict witfi the application but cited to understand 
the principle or tiieoiy underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
stfi^ when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person sicilled in the art 

"&** document member of the same patent family 



Date of the actual completion of the international search 
04 January, 2005 (04.01.05) 



Date of mailing of the international search report 

25 January, 2005 (25.01.05) 



Name and mailing address of the ISA/ 

Japanese Patent Office 



Authorized officer 



Facsimile No. 

Form PCT/ISA/210 (second sheet) (Januaiy 2004) 



Telephone No. 



fflBRiaB*-^^ PCT/JP2 004/01468 7 



A. mm<Dmir^»m<D'sm m^mFsm (IPC) ) 

Int. CI' A61K31/522, 9/30, 4 7/0 2, A61P2B/16, 25/24, 25/28, C 
07D473/06 



S83SSrfi^ofc*/>ISSF*J- (BI^4#f«MS (IPC)) 
Int. CI' A61K.3a/522, 9/3 0, 4 7/0 2, A61P25/16, 25/24, 25/28, C 

0 7D.4 7 3/0 6 



WP I (D I ALOG) s Bl OS I S (D I ALOG) , CAS (STN) , MEDL INE 



jp 6-211856 A mfmmum^^^^) 

1 9 94. 0 8. 0 2 & EP 5 90 9 1 9 Al 
& US 5484920 A 

JP 9-164327 A (MBilMffu^^^^) 
1997. 06. 24 (yr^V^t^V) 

JP 2-289513 A. ( B ^Ml^t^^^^h) 

1 9 9 0. 1 1. 29 & EP 38 53 3 5 Al 

& US 5180747 A 



1-3 3 



1-3 3 



1-3 3 



□ Cffl3©g5^^cit,3:it«55IJ*$t^•CV^S. 



TAJ mmm<D$3?>:scmi-cti/3:< . -^^mmzmi:^ 



r&j 1^— /^5"j^h7r5y— Xfflt 



04. 01. 2005 



B*H#ff/f (I SA/J P) 
100-8915 



mm a 



4C 



9 0 6 0 



03—3581-1101 PsB 3 4 5 0 



«IAPCT/I SA/2 1 0 {^2^— :?) (2004^1.H) 



